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Dated: April 16, 2008 Signature: 



: /Monica A. Kolinsky/ 
(Monica A. Kolinsky) 



Docket No.: 289550.122 US2 
(PATENT) 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Letters Patent of: 
Christopher P. Marshall, et al. 

Patent No.: 7,037,894 

Issued: May 2, 2006 

Application No.: 09/837,235 

For: STABILIZED PROTEINS 



Attention: Certificate of Correction Branch 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 



Upon reviewing the above-identified patent, Patentee noted the following error which 
should be corrected. 

On the title page of the patent: 

Item (75) Inventors, lists the inventor "Paul B. Marshall, Munich (DE)." 

As described in detail below and shown in Exhibits A - C filed herewith, Paul B. 
Marshall was properly deleted as an inventor during prosecution of the above-identified 
nonprovisional application. 

An Amendment and Response Pursuant to 37 C.F.R. § 1.312 was filed on February 3, 
2005 (attached hereto as Exhibit A) and filed therewith was a Petition to Correct Inventorship 
Pursuant to 37 C.F.R. § 1.48(b) (see Exhibit A, Amendment and Response at pages 9 and 15) to 
delete Paul B. Marshall as a co-inventor of the nonprovisional application. A Patent Office 
communication mailed on March 2, 2006 (attached hereto as Exhibit B) stated as follows: "In 



REQUEST FOR CERTIFICATE OF CORRECTION 
PURSUANT TO 37 CFR 1.322 



Dear Sir: 



Patent No.: 7,037,894 



Docket No.: 289550.122 US2 



view of the papers filed 2/3/2005, the inventorship in this nonprovisional application has been 
changed by the deletion of Paul B. Marshall. The application will be forwarded to the Office of 
Initial Patent Examination (OIPE) for issuance of a corrected filing receipt, and correction of 
Office records to reflect the inventorship as corrected." Furthermore, a Bibliographic Data Sheet 
(attached hereto at Exhibit C) having a Mail Room Date of March 10, 2006 according to PAIR, 
lists the correct co-inventors under the heading "Applicants." Thus, the Patent Office 
acknowledged and acted upon the change of inventorship before the application became a patent. 

Pursuant to 37 C.F.R. § 1.322, and in view of the above showings, Patentee respectfully 
requests the issuance of a Certificate of Correction in the above-identified patent. Filed herewith 
is a proposed Certificate of Correction. 

No fees are believed due in connection with this request. However, please charge any 
additional costs or credit any overpayment to Deposit Account No. 08-0219. 



Dated: April 16,2008 Respectfully submitted, 

By: /Monica A. Kolinsky/ 
Monica A. Kolinsky, Ph.D. 

Registration No.: 58,336 
WILMER CUTLER PICKERING 
HALE AND DORR LLP 
399 Park Avenue 
New York, New York 10022 
(212) 937-7315 
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EXHIBIT A 



on No. 
Applicant: 
Date Filed: 
Docket No. 
Title: 



09/837,235 

Christopher Marshall el al. 
April 18, 2001 
289550-122US2 
STABILIZED PROTEINS 



Art Unit: 1652 

Examiner: Tekchand Saidha 

Conf. No. 1399 

Cust. No. 28089 



CERTIFICATION UNDER 37 C.F.R. g 1.10 

I hereby certify that this correspondence is being deposited with the United States Postal Service as 
"Express Mail Post Office to Addressee" Service under 37 C.F.R. § 1.10 on the date indicated below and is 
addressed to: Mail Stop Issue Fee, Commissioner for Patents, P.O. Bd)Tl450>Alexandria, i£A^>2313-1450. 



EV 6049 1749 lt?S, 02/03/05 V (jJ-XUMi^ Qj%XtpU^ 



Express Mail No. Date of Deposit Patricia Ierardi 




Mail Stop Issue Fee 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

AMENDMENT AND RESPONSE PURSUANT TO 37 C.F.R. 8 1.312 

Dear Sir: 

Applicants gratefully note that the above-identified application was allowed on 
November 17, 2004. 

Prior to the issuance of a patent on the instant application, Applicants respectfully 
request entry of the instant Amendment and Response pursuant to 37 C.F.R. § 1.312. 

Amendments to the Claims are reflected in the listing of claims which begins on page 2 
of this paper. 

Remarks begin on page 9 of this paper. 
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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing and Status of Claims: 
Claims 1-9. (Canceled) 

Claim 10. (Previously Presented): An isolated protein having a functional activity selected 
from the group consisting of an enzymatic activity, an antigen-binding activity, a protein- 
protein interaction activity, a DNA binding activity, a hormone activity, a receptor activity, a 
growth factor activity, and any combinations thereof, comprising at least one di-tyrosine cross- 
link, wherein at least one tyrosine of a di-tyrosine cross-link originates from a point mutation to 
tyrosine, and wherein the di-tyrosine cross-linked protein retains at least one functional activity 
displayed by the protein in the absence of di-tyrosine cross-linking. 

Claim 11. (Previously Presented): The protein of claim 10, further comprising at least one 
amino acid which originates from a point mutation from tyrosine such that the amino acid is 
not cross-linked under cross-linking conditions. 

Claim 12. (Previously Presented): The protein of claim 10, wherein the protein has enhanced 
stability compared to the same protein in the absence of di-tyrosine cross-linking. 

Claim 13. (Previously Presented): The protein of claim 10, wherein the protein is an enzyme, 
an antibody, a hormone, a growth factor, a receptor, or a fragment of a hormone, a receptor, a 
growth factor, an enzyme or an antibody. 
Claims 14-17. (Canceled) 
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Claim 18. (Previously Presented): A method for making a stabilized protein, wherein the 
protein has a functional activity selected from the group consisting of an enzymatic activity, an 
antigen-binding activity, a protein-protein interaction activity, a DNA binding activity, a 
hormone activity, a receptor activity, a growth factor activity, and any combinations thereof, 
comprising: 

(a) selecting one or more residue pairs in a polypeptide chain or 
chains for di-tyrosine cross-linking, 

(b) mutating at least one of the selected residues to tyrosine; and 

(c) cross-linking the residue pairs in the presence of an oxidant; 
wherein the di-tyrosine cross-linked protein retains at least one functional activity 

displayed by the protein in the absence of di-tyrosine cross-linking, and 

wherein at least one tyrosine of a di-tyrosine cross-link originates from a point mutation 
to tyrosine. 

Claim 19. (Previously Presented): The method of claim 18, wherein the di-tyrosine cross-link 
reaction occurs in the presence of one or more oxidants selected from the group consisting of 
hydrogen peroxide, oxone, magnesium monoperoxyphthalic acid hexahydrate (MMPP), a 
photogenerated oxidant, ammonium persulfate, or any combination thereof. 

Claim 20. (Previously Presented): The method of claim 19, wherein the di-tyrosine cross- 
linking is catalyzed by a catalyst selected from the group consisting of polyhistidine, Gly-Gly- 
His, a metalloporphyrin, a peroxidase or any combination thereof. 

Claim 21. (Canceled) 

Claim 22. (Previously Presented): The protein of claim 18, wherein the protein is a hormone, 
a receptor, a growth factor, an enzyme, an antibody, or a fragment of a hormone, a receptor, a 
growth factor, an enzyme or an antibody. 
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Claim 23. (Previously Presented): The protein of any of claims 10-13 or 22, wherein the 
protein is part of a pharmaceutical composition. 



Claim 24. (Previously Presented): The protein of claim 23, wherein the pharmaceutical 
composition comprises a pharmaceutically acceptable carrier. 

Claim 25. (Previously Presented): The protein of claim 23, wherein the pharmaceutical 
composition is suitable for in vivo use in humans. 

Claim 26. (Previously Presented): The protein of any of claims 10-13, 22 or 27, wherein the 
protein is part of a kit. 

Claim 27. (Previously Presented): The protein of claim 10, wherein the protein is a chimeric 
polypeptide comprising a hormone, a receptor, a growth factor, an enzyme, an antibody, or a 
fragment of an enzyme, a hormone, a growth factor, a receptor, or an antibody. 

Claim 28. (Previously Presented): A composition comprising a protein of any of claims 10-13, 
22 or 27. 



Claim 29. (Previously Presented): The composition of claim 28, wherein the composition is 
part of a kit. 

Claim 30. (Previously Presented): An isolated stabilized protein having a functional activity 
selected from the group consisting of an enzymatic activity, an antigen-binding activity, a 
protein-protein interaction activity, a DNA binding activity, a hormone activity, a receptor 
activity, a growth factor activity, and any combinations thereof, wherein the protein is obtained 
from a method comprising: 
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(a) selecting one or more residue pairs in a protein for di-tyrosine 
cross-linking, 

(b) mutating at least one of the selected residues to tyrosine; 

(c) isolating the protein; and 

(d) cross-linking tyrosine residue pairs in the presence of an oxidant; 
wherein the di-tyrosine cross-linked protein retains at least one functional activity 

displayed by the protein in the absence of di-tyrosine cross-linking, and 

wherein at least one tyrosine of a di-tyrosine cross-link originates from a point mutation 
to tyrosine. 

Claim 31. (Previously Presented): The protein of claim 30, further comprising at least one 
amino acid which originates from a point mutation from tyrosine such that the amino acid is 
not cross-linked under cross-linking conditions. 

Claim 32. (Previously Presented): The protein of claim 18 or 30, wherein the protein has 
enhanced stability compared to the protein in the absence of di-tyrosine cross-linking. 

Claim 33. (Previously Presented): The protein of claim 30, wherein the protein is an enzyme, 
a hormone, a growth factor, a receptor, an antibody, or a fragment of an enzyme, a hormone, a 
growth factor, a receptor, or an antibody. 

Claim 34. (Previously Presented): The protein of claim 30, wherein the di-tyrosine cross-link 
reaction occurs in the presence of one or more oxidants selected from the group consisting of 
hydrogen peroxide, oxone, magnesium monoperoxyphthalic acid hexahydrate (MMPP), a 
photogenerated oxidant, ammonium persulfate, or any combination thereof. 
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Claim 35. (Previously Presented): The protein of claim 30, wherein the di-tyrosine cross- 
linking is catalyzed by a catalyst selected from the group consisting of polyhistidine, Gly-Gly- 
His, a metalloporphyrin, a peroxidase or any combination thereof. 



Claim 36. (Previously Presented): The protein of claim 30, wherein the protein is a chimeric 
polypeptide comprising a hormone, a receptor, a growth factor, an enzyme, or an antibody, or a 
fragment of an enzyme, a hormone, a growth factor, a receptor, or an antibody. 

Claim 37. (Previously Presented): A composition comprising a protein of claim 30 or 36. 

Claim 38. (Previously Presented): A kit comprising the protein of claim 30 or 36. 

Claim 39. (Previously Presented): A kit comprising the composition of claim 37. 

Claim 40. (New): The isolated protein of claim 10, wherein the isolated protein has an 
enzymatic activity. 

Claim 41. (New): The isolated protein of claim 10, wherein the isolated protein has an 
antigen-binding activity. 

Claim 42. (New): The isolated protein of claim 10, wherein the isolated protein has a 
protein-protein interaction activity. 

Claim 43. (New): The isolated protein of claim 10, wherein the isolated protein has a DNA 
binding activity. 

Claim 44. (New): The isolated protein of claim 10, wherein the isolated protein has a 
hormone activity. 
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Claim 45. (New): The isolated protein of claim 10, wherein the isolated protein has a 
receptor activity. 

Claim 46. (New): The isolated protein of claim 10, wherein the isolated protein has a 
growth factor activity. 

Claim 47. (New): The protein of claim 13, wherein the protein is an enzyme or a fragment 
thereof. 

Claim 48. (New): The protein of claim 13, wherein the protein is an antibody or a fragment 
thereof. 

Claim 49. (New): The protein of claim 13, wherein the protein is a hormone or a fragment 
thereof. 

Claim 50. (New): The protein of claim 13, wherein the protein is a growth factor or a 
fragment thereof. 

Claim 51. (New): The protein of claim 13, wherein the protein is a receptor or a fragment 
thereof. 
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REMARKS 

I. Amendments to the Claims: 

Claims 10-13, 18-20, and 22-39 were allowed in the instant application (see, Notice of 
Allowability). 

Claims 40-51 are newly added. Claims 40-46 are dependent claims of allowed claim 10 
reciting each member of the Markush group of claim 10. Claims 47-51 are dependent claims of 
allowed claim 13 reciting each member of the Markush group of claim 13. No new matter has 
been added by way of these amendments to the claims. 

II. Request to Change Attorney Docket Number and add Customer Number : 

The Notice of Allowance (Attachment A) and the Patent Application Information 
Retrieval (PAIR) System (Attachment B), both incorrectly state that the Attorney Docket No. for 
the instant application is 9725-005. Applicants respectfully request that the Attorney Docket 
No. for the above-referenced application be corrected from 9725-005 to 289550-122US2 . 

PAIR also does not provide a Customer Number for the instant application (see, 
Attachments B and C). Applicants respectfully request that PAIR be updated to indicate that 
the Customer Number for this application is 28089 . 

HI. Request to Correct Priority Data: 

Applicants note that although the filing receipt mailed June 19, 2001 correctly identifies 
the priority data for the instant application, PAIR only provides part of the priority data for the 
instant application (Attachment C). 

Applicants state that the correct priority data for this application is as follows: the 
instant application is a continuation-in-part (CIP) of PCT/US0O/28595, filed October 16, 2000, 
which claims the benefit of U.S. Provisional Application No. 60/159,763, filed October 15, 1999. 

Applicants respectfully request that the patent that issues from the instant application 
issue with the correct priority data. 
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IV. Clarification: 

Applicants inadvertently incorporated a section in the Amendment and Response filed 
February 4, 2004, referring to an obviousness-type double patenting rejection over U.S. Serial 
No. 09/214,645. 

Applicants respectfully assert that this was a clerical error, and there was never any 
double patenting rejection in this case over U.S. Serial No. 09/214,645. 



V. Request for Initialing Supplemental Information Disclosure Statement : 

Applicants note that the PTO Form-1449 filed with the Supplemental Information 
Disclosure Statement of March 15, 2004 (Attachment D) was not initialed by the Examiner. 
Applicants respectfully request that the Examiner initial and return the PTO Form-1449, if the 
references cited therein had been considered by the Examiner. 

VI. Petition To Correct Inventorship pursuant to 37 C.F.R. S 1.48(b): 

Attached herewith as Attachment E is a petition to correct inventorship in this 
application to delete Paul B. Marshall as a co-inventor. 

Applicants respectfully request that the patent that issues from this application issue 
with the correct inventorship. 
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CONCLUSION 

Upon entry of the instant amendment, claims 10-13, 18-20, and 22-51 will be pending in 
the instant application. Claims 10-13, 18-20, and 22-39 have been allowed in the instant 
application. 

If the Examiner believes that further discussion would be helpful, the Examiner is 
respectfully requested to telephone the undersigned attorney at (212) 937-7233. 

Other than the fees associated with the Petition for Correction of Inventorship, no other 
fees are believed to be due in connection with this filing. However, if any fees are due, the 
Commissioner is hereby authorized to charge any fee(s) that may be necessary in this 
application to Deposit Account No. 08-0219. Order No. 289550-1 22US2. 



Respectfully submitted, 

WILMER CUTLER PICKERING 
HALE AND DORR LLP 



Date: February 3. 2005 



By: 



Jane M. Love, Ph.D. 
Registration No. 42,812 
Attorney for Applicants 



Correspondence Address : 
WILMER CUTLER PICKERING 

HALE AND DORR LLP 
399 Park Avenue 
New York, New York 10022 
Telephone: (212) 937-7233 
Facsimile: (212) 230-8888 
Jane.love@wilmerhale.com 
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ATTACHMENT A 



DOCKET NO. 289550-122 US2 



A copy of page 1 of the Notice of Allowance and Fee(s) due in the instant application. 



United States Patent and Trademark Office 




UNITED STATES DEPARTMENT 



£f NOTICE OF ALLOWANCE AND FEE(S) DUE 



Jane M. Love, Ph.D. 
Hale and Dorr LLP 
300 Park Avenue 
New York, NY 10022 



c 



SAIDHA, TEKCHAND 



PAPER NUMBER 



DATE MAILED: 1 1/17/2004 



I APPLICATION NO. | FILING DATE 

09/837,235 04/18/2001 
TITLE OF INVENTION: STABILIZED PROTEINS 



FIRST NAMED INVENTOR 



CONFIRMATION N< 



| APPLN. TYPE | SMALL ENTITY | ISSUE FEE j PUBLICATION FEE | TOTAL FEE(S) DUE | DATE DUE [ 

nonprovisional YES S685 $300 $985 02/17/2005 

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT. 
PROSECUTION ON THE MERITS IS CLOSED . THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS. 
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308. 

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE 
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS 
STATUTORY PERIOD CANNOT BE EXTENDED . SEE 35 U.S.C. I5L THE ISSUE FEE DUE INDICATED ABOVE 
REFLECTS A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE APPLIED IN THIS APPLICATION. THE PTOL-85B (OR 
AN EQUIVALENT) MUST BE RETURNED WITHIN THIS PERIOD EVEN IF NO FEE IS DUE OR THE APPLICATION WILL 
BE REGARDED AS ABANDONED. 



HOW TO REPLY TO THIS NOTICE: 

I. Review the SMALL ENTITY status shown above. 

If the SMALL ENTITY is shown as YES, verify your current 
SMALL ENTITY status: 

A. If the status is the same, pay the TOTAL FEE(S) DUE shown 
above. 

B. If the status above is to be removed, check box 5b on Part B - 
Fee(s) Transmittal and pay the PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FEE shown above, or 



If the SMALL ENTITY is shown as NO: 



A. Pay TOTAL FEE(S) DUE shown above, or 



B. If applicant claimed SMALL ENTITY status before, or is now 
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s) 
Transmittal and pay the PUBLICATION FEE (if required) and 1/2 
the ISSUE FEE shown above. 



II. PART B - FEE(S) TRANSMITTAL should be completed and returned to the United States Patent and Trademark Office (USPTO) with 
your ISSUE FEE and PUBLICATION FEE (if required). Even if the fee(s) have already been paid, Part B - Fee(s) Transmittal should be 
completed and returned. If you are charging the fee(s) to your deposit account, section "4b" of Part B - Fee(s) Transmittal should be 
completed and an extra copy of the form should be submitted. 

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Mail Stop ISSUE FEE unless advised to the contrary. 

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due. 



PTOL-85 (Rev. 1 1/04) Approved for use th 



WILMER CUTLER P'CK'ERING 
HALE And DORK LLP f« "/CKETING 

Actica •Oate:„'^tn.U?.S: 



»„■■ to be r :- -Csi^Keji. 
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ATTACHMENT B 



Attached is a copy of a print out from PAIR for the instant application showing that it 
has an incorrect Attorney Docket Number and no Customer Number. 
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ATTACHMENT C 



Attached is a copy of a print out from PAIR for the instant application showing that it 
has incomplete priority information. 
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ATTACHMENT D 



Attached is a copy of the PTO Form-1449 filed with the Supplemental IDS of March 15, 

2004. 
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